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AB The compds. of formula (I; R = h, F) or pharmaceut ically acceptable salts 
thereof are Factor Xa inhibitors useful in the treatment of thrombotic 
disorders. Synthesis of the title compds. and their mono- or di- 
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Absolute stereochemistry. Rotation (-) 



Mea 




CM 2 

CRN 110-16-7 
CMF C4 H4 04 

Double bond geometry as shown. 
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AB Title compds. I [Rl, R2 = H, OH, alkoxy, alkyl, aminoalkyl , hydroxyalkyl , 
alkoxyalkyl, alkoxycarbonyl , acyloxymethoxycarbonyl or alkylamino 
optionally substituted by hydroxy, alkylamino, alkoxy, oxo, aryl, 
cycloalkyl; R3 - Rl, R2 , amino, halo, cyano, nitro, thiol, alkyl thio, 
alkyl sulfonyl , alkylsulf enyl , alkyl sulfonamido, alkylaminosulf onyl , 
haloalkoxy, haloalkyl; X = C, N, O, S, CO, CR1 , C(R1)2, NR1 with at least 
one X being C, CO, CR1 or C(R1)2, with the proviso that if the benzamidine 
group is unsubst ituted and the X-X group is -CH2C(R1)2-, then Rl = H or 
attached to the alkyl ene carbon atom by a heteroatom; L = org. linker 
contg. 1-5 backbone atoms selected from C, N, 0 and S, or a branched alkyl 
or cyclic group; Y = N, CR1; YL = cyclic group; Cy = (un)satd., 
(poly) cyclic , (hetero) cyclic group optionally substituted by groups R3 or 
Ph optionally substituted by R3 ; Lp - lipophilic alkyl, heterocyclic, 
alkenyl, alkaryl , (poly) cycloalkyl , cycloalkenyl , aryl, aralkyl , 
haloalkyl, or a combination of two or more such groups optionally 
substituted by oxa, oxo, aza, thio, halo, amino, hydroxy or by R3 ; D = H 
bond donor group; n = 0-2], or corresponding compds. in which the 
(un) substituted amidino group R1R2NC(:NR1) is replaced with an 
(un) substituted aminomethyl group, or their physiol. tolerable salts were 
prepd. as serine protease inhibitors useful as antithrombotic agents. 
3 -Amidino- and 3 - (aminomethyl ) benzoyl -D-phenylglycine 4- 
aminomethylcyclohexylmethylamide are among 190 compds. synthesized. 
IT 221237-68-9P 221237-74-7P 221237-81-6P 
221237-90-7P 221237 -98 -5P 221238-06-8P 

221240- 62-6P 221240-91-1P 221240-97-7P 

221241- 03-8P 221241-09-4P 221241-14-lP 

221241- 19-6P 221241-24-3P 221241-29-8P 

221242- 18-8P 221242-26-8P 221242-30-4P 
221242-34-8P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
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(Uses) 

(prepn. of meta-benzamidine derivs . of amino acids or dipeptides 
serine protease inhibitors) 
RN 221237-68-9 CAPLUS 

CN Benzamide, N- [ (1R) -2- [4- (4 -acetylphenyl ) -1 -piperazinyl ] -2-oxo-l- 
phenylethyl] -3- (aminoiminomethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Ac 



RN 221237-74-7 CAPLUS 

CN Benzamide, 3- (aminoiminomethyl) -N- [ (1R) -2- [4- (4 -methoxyphenyl ) -1- 
piperazinyl] -2 -oxo-1 -phenyl ethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 221237-81-6 CAPLUS 

CN Benzamide, 3- (aminoiminomethyl) -N- [ (1R) -2- [4- (4 -chlorophenyl ) -1- 
piperazinyl] -2 -oxo- 1 -phenylethyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




CI 



RN 221237-90-7 CAPLUS 

CN Benzamide, 3- (aminoiminomethyl) -N- [ (1R) -2 -oxo - 1 -phenyl -2 - (4 -phenyl -1 
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RN 221242-34-8 CAPLUS 

CN Benzamide, 3- [ (acetylamino) iminomethyl] -N- [ (1R) -2- [4- (4-chlorophenyl) -i- 
piperazinyl] -2-oxo~l-phenylethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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screening of combinatorial libraries prior to synthesis promises 
to be a valuable aid to lead discovery. PROSELECT, a tool for the virtual 
screening of libraries for fit to a protein active site, has been used to 
find novel leads against the serine protease factor Xa . A small seed 
template was built upon using three iterations of library design, virtual 
screening, synthesis, and biol . testing. Highly potent mols. with 
selectivity for factor Xa over other serine proteases were rapidly 
obtained . 
410527-83-2P 

RL: PAC (Pharmacological activity) ; 
(Therapeutic use) ; BIOL (Biological 
(Uses) 

(combining structure-based drug design and array-based chem. for 
development of a series of potent and selective factor Xa inhibitors) 
410527-83-2 CAPLUS 

Benzamide, 3- (aminoiminomethyl ) -N- [ (1R) -2- [4- (4-chlorophenyl) -1- 
piperazinyl] -2 -oxo- 1 -phenylethyl ] - , mono (trif luoroacetate) (9CI) (CA 
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AB Title compels. I [Rl-2 = H , alkyl ; m = 0-3; F = alkylene, alkenylene, bond; 
R = H, alkyl or R together with R4 and the atoms to which they are 
attached form a carbocycle; R3 = H; R4 = alkyl, haloalkyl, cycloalkyl, 
alkyl-SOO-2, alkyl ene-C (0) -Z , where Z - alkoxy, hydroxyalkyl ; E - ureido, 
thioureido, amido, carboxamido, Ar = substituted aryl optionally 
substituted with one, two or three alk(en)yl, alkoxy, haloalkoxy, halo, 
aryl, heteroaryl, etc.; Arl = (un) substituted aryl , optionally substituted 
with one, two or three alkyl, heteroalkyl , alkoxy, halo, haloalkyl, 
haloalkoxy, alkylthio, methyl enedioxy, nitro, amino or a combination 
thereof; Q = alkylene-W, where W - bond, O, S, 02C, carboxamido or C(0)] 
were prepd. For example, N-Boc~piperaz ine was alkylated with 
3,4-dichlorobenzyl bromide (CHC13, Et3N, 1 h) , deprotected (CHC13, TFA, 1 
h) and coupled to Boc-L-valine (CH2C12, EDCI , 2 h) to give the N-protected 
piperazinylamide intermediate. Deprotection (MeOH, HC1 , 70. degree. C, 2.5 
h) followed by amide redn. (THF, BH3 , reflux, 2 h) and acylation with 
p-toluoyl chloride ( CH2C12, Et3N, 1 h) yielded II which was isolated as 
the dihydrochloride salt. The IC50 value (concn. of test compd. required 
to reduce 1251-eotaxin binding to the CCR-3 L 1.2 transfected cells by 
50%) for selected compd s . I was 0.24 - 3.52 .mu.M. Compd s . I are useful 
in treating inflammatory or allergic diseases, e.g., asthma, allergic 
rhinitis, etc. 
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antagonists) 
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Absolute stereochemistry. 
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• 2 HC1 
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CN Benzamide, 4-chloro-N- [2- [4- [ (3 , 4 -dichlorophenyl ) methyl ] -1-piperazinyl] -1- 
phenyl ethyl] -, dihydrochloride (9CI) (CA INDEX NAME) 
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CN Benzamide, 4-chloro-N- [ (1R) -l-cyclohexyl-2- [4- [ (3 , 4 -dichlorophenyl ) methyl] - 
1-piperazinyl] ethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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AB Compds. R2-X-X-Y(Cy) -L-Lp(D)n [R2 is a 5- or 6-membered arom. carbon ring 
optionally interrupted by a N, O or S ring atom, optionally substituted at 
the 3 and/or 4 position or forms a fused ring system at these positions, 
which is an optionally substituted 5- or 6-membered carbocyclic or 
heterocyclic ring, or substituted at the position alpha to X-X, with the 
proviso that R2 can not be aminoisoquinolyl ; X is a C, N, 0 or S atom or a 
CO, CRla, C(Rla)2 or NRla group tat least one X is C, CO, CRla or 
C(Rla)2], where Rla represents H, OH, alkoxy, alkyl , aminoalkyl , 
hydroxyalkyl , alkoxyalkyl, alkoxycarbonyl , alkylaminocarbonyl , 
alkoxycarbonylamino, acyloxymethoxycarbonyl or alkylamino optionally 
substituted by OH, alkylamino, alkoxy, oxo, aryl or cycloalkyl; Y is a N 
atom or a CRlb group (Rib defined as for Rla); Cy is an (un) substituted, 
(un)satd., mono- or polycyclic, homo- or heterocyclic group; -L-Lp(D)n is 
4-substituted 1-piperazinecarbonyl] or their physiol . -tolerable salts were 
prepd. for use as serine protease inhibitors. Compds. of the invention 
were found to significantly elongate the partial thromboplastin time 
(prothrombin time) . Thus, 1- (4 -methoxybenzoyl -D-phenylglycinyl ) -4 - 
phenethylpiperazine was prepd. in the first of 82 examples. 

IT 381722-41-4P 

RL: BYP (Byproduct) ; PREP (Preparation) 

(prepn. of amino acid derivs . as serine protease inhibitors) 
RN 381722-41-4 CAPLUS 

CN Benzamide, N- [ (IS) -1- (2 -chlorophenyl ) -2 - [4 - ( 1 -methyl -4 -piperidinyl ) -1- 
piperazinyl] -2-oxoethyl] -4-methoxy- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 313489-70-2P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(prepn. of amino acid derivs. as serine protease inhibitors) 
RN 313489-70-2 CAPLUS 

CN Benzamide, 4-methoxy-N- [ (1R) -2- [4- ( l~methyl -4 -piperidinyl ) -1-piperazinyl] - 
2-oxo-l-phenylethyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) 



09/926, 712 

Absolute stereochemistry. 




OMe 



REFERENCE COUNT: 



THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L4 ANSWER 7 OF 14 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S 



CORPORATE SOURCE: 



Jones, S. D. ; 
Murray, C. W. ; 
Waszkowycz, B. 
C. ; Martin, H. 



IT 



RN 
CN 



CAPLUS COPYRIGHT 2004 ACS on STN 
2001:177455 CAPLUS 
134 : 353501 

The design of phenylglycine containing benzamidine 
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CASREACT 134:353501 
Factor Xa, a crit. serine protease in the blood coagulation cascade, has 
become a target for inhibition as a strategy for the invention of novel 
ant i- thrombotic agents. Here we describe the development of phenylglycine 
contg. benzamidine carboxamides as novel, potent and selective inhibitors 
of factor Xa. A no. of highly focused libraries of compds . have been 
designed and synthesized giving rapid access to a series of potent and 
selective inhibitors of factor Xa . Key to the potency of these compds. is 
the lipophilic interaction between phenylglycine residue and the 
'disulfide' pocket comprising Glnl92, Cysl91, Cys220 and Gly218. 
221237-90-7P 221238-06-8P 221241-03-8P 
221241-09-4P 221241-19-6P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 

(prepn. of libraries of phenylglycine contg. benzamidine carboxamides 

as selective inhibitors of factor Xa) 
221237-90-7 CAPLUS 

Benzamide, 3- (aminoiminomethyl ) -N- [ (1R) ~2-oxo-l -phenyl -2- (4 -phenyl -1- 
piperazinyl ) ethyl] - (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 
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RN 221241-19-6 CAPLUS 

CN Benzamide, 3- (aminoiminomethyl ) -N- [ (1R) -2 -oxo- 1 -phenyl -2 - [4- ( phenyl methyl ) - 
1-piperazinyl] ethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB To improve the in vitro and in vivo potency of our first low mol . wt . 
GPIIb/lIIa antagonist methoxyoxoethyloxopiperazinylacetic acid I 
(TAK-029) , a series of substituted amidinobenzoylaminoacetyl 
methoxyoxoethyloxopiperazinylacetic acids were synthesized through 
modification of the glycine moiety of I and evaluated for their ability to 
inhibit in vitro ADP (ADP) -induced platelet aggregation of guinea pig 
platelet rich plasma (PRP) . Among the compds . examd . , 

amidinobenzoylaminoacetyl methoxyoxoethyloxopiperazinylacet ic acid I (R = 
4-MeOC6H4CH2 ) showed the most potent antagonistic activity with an IC50 
value of 13 nM. Dose -dependent inhibition of ex vivo platelet aggregation 
was achieved with oral administration of I (R - 4 -MeOC6H4CH2 ) (0,3-1.0 
mg/kg) to guinea pigs. Complete inhibition was obsd. for up to 8 h, and 
43% inhibition could still be obsd. 24 h after oral administration of 1.0 
mg/kg. The long-lasting antiplatelet effect of I (R = 4-MeOC6H4CH2 ) 
suggests that I would be suitable for once-a-day dosing. 
Structure-activity relationships (SAR) were examd. in the series of the 
phenylalanine derivs . An increase in the electron d. around the 
4 -position of the Ph ring of the phenylalanine moiety led to an increase 
in the antiplatelet activity, suggesting the existence of a hydrophobic 
and electrostatic interaction site in addn . to the ionic binding sites in 
the GPIIb/lIIa. 
IT 340733-02-0P 

RL BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 

(prepn. of substituted amidinobenzoylaminoacetylmethoxyoxoethyloxopiper 
azinylacetic acids as GPIIb and GPIIIa antagonists for inhibition of 
platelet aggregation) 
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CN 1 , 3-Piperazinediacetic acid, 4-[(2S)-[[4- (aminoiminomethyl ) benzoyl] amino] p 
henylacetyl] -2-oxo- , • alpha . 3 -methyl ester, (3S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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AB Compds. R2-X-X-Y (Cy) -L-Lp (D) n [R2 represents a 5- or 6-membered arom. 

carbon ring optionally interrupted toy a N, O or S ring atom, optionally 
substituted at the 3 and/or 4 position or forms a fused ring system at 
these positions, which is an optionally substituted 5 or 6 membered 
carbocyclic or heterocyclic ring or substituted at the position alpha to 
X-X; X is a C, N, 0 or S atom or a CO, CRla, C(Rla)2 or NRla group, where 
Rla represents H , OH, alkoxy, alkyl, aminoalkyl, hydroxyalkyl , 
alkoxyalkyl , alkoxycarbonyl , alkylaminocarbonyl , alkoxycarbonylamino , 
acyloxymethoxycarbonyl or alkyl amino optionally substituted by OH, 
alkylamino, alkoxy, oxo, aryl or cycloalkyl; L is an org. linker group 
contg. 1 to 5 backbone atoms selected from C, N, O and S, or a branched 
alkyl or cyclic group; Y is a N atom or a CRlb group (Rib defined as for 
Rla); Cy is an (un) substituted, (un)satd., mono- or polycyclic, homo- or 
heterocyclic group; Lp is a lipophilic org. group,- D is a hydrogen bond 
donor group; n - 0-2] were prepd. for use as serine protease inhibitors. 
Compds. of the invention were found to significantly elongate the partial 
thromboplastin time (prothrombin time). Thus, 1- (3 -amino-2 -naphthoyl -D- 
phenylglycinyl) -4 , 4 ' -bispiperidine was prepd. and shown to double the 
prothrombin time at a concn. of 26 . mu.M. 
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RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of amino acid derivs . as serine protease inhibitors) 
RN 313486-84-9 CAPLUS 

CN Benzamide, 2-amino-N- [ (1R) -2- [4- [4-fluoro-2- ( methyl sul fonyl ) phenyl] -1- 
piperazinyl] -2 -oxo- 1 -phenylethyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 313486-85-0 CAPLUS 

CN Benzamide, 2 -amino-4 -chloro-N- [ (1R) -2- [4- [4-fluoro-2- 

(methyl sul fonyl) phenyl] -1-piperazinyl] -2 -oxo- 1 -phenyl ethyl ] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 3134 90-74-3 CAPLUS 

CN Benzamide, N- [ (1R) -2- [4- (2-cyclopentylethyl ) -1 -piperazinyl] -2-oxo-l- 
phenylethyl] -4 -methoxy- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




OMe 



RN 313490-75-4 CAPLUS 

CN 1- Pyrrol idinecarboxylic acid, 3-[4-[(2R) - t (4 -methoxybenzoyl ) amino] phenylac 
etyl] -1-piperazinyl] - , 1 , 1 -dimethyl ethyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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Compds. R2-X-X-Y(Cy) -L-Lp (D)n [R2 represents a 5- or 6-membered arom. 
carbon ring optionally interrupted by a N, O or S ring atom, optionally 
substituted at the 3 and/or 4 position or forms a fused ring system at 
these positions, which is an optionally substituted 5 or 6 membered 
carbocyclic or heterocyclic ring; X is a C, N, O or S atom or a CO, CRla, 
C(Rla)2 or NRla group, where Rla represents H, OH, alkoxy, alkyl, 
aminoalkyl, hydroxyalkyl , alkoxyalkyl, alkoxycarbonyl , alkylaminocarbonyl , 
alkoxycarbonylamino, acyloxymethoxycarbonyl or alkylamino optionally 
substituted by OH, alkylamino, alkoxy, oxo, aryl or cycloalkyl; L is an 
org, linker group contg. 1 to 5 backbone atoms selected from C, N, 0 and 
S, or a branched alkyl or cyclic group; Y is a N atom or a CRlb group (Rib 
defined as for Rla); Cy is an (un) substituted, (un)satd., mono- or 
polycyclic, homo- or heterocyclic group; Lp is a lipophilic org. group; D 
is a hydrogen bond donor group; n = 0-2] were prepd . for use as serine 
protease inhibitors. Compds. of the invention were found to significantly 
elongate the partial thromboplastin time (prothrombin time) . Thus, 
1- (3-amino~2-naphthoyl-D-phenylglycinyl) -4,4 ' -bispiperidine was prepd. and 
shown to double the prothrombin time at a concn. of 26 .mu.M. 
313486-84-9P 313486-85-0P 313486-86-lP 
313486-87-2P 313486-88-3P 313486-89-4P 
313486-90-7P 313486-91-8P 313486-92-9P 
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RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of amino acid derivs. as serine protease inhibitors) 
RN 313486-84-9 CAPLUS 

CN Benzamide, 2-amino-N- [ (1R) -2- [4- [4-fluoro-2- (methyl sul fonyl ) phenyl ] -1- 
piperazinyl] -2-oxo-l~phenylethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 313486-85-0 CAPLUS 

CN Benzamide, 2 -amino-4 -chloro-N- [ (1R) -2- [4- [4-fluoro-2- 

( methyl sul fonyl) phenyl] -1-piperazinyl] -2 -oxo- 1 -phenylethyl ] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 313490-74-3 CAPLUS 

CN Benzamide, N- [ (1R) -2- [4- (2 -cyclopentylethyl ) - 1 -piperazinyl ] -2-oxo-l- 
phenylethyl] -4 -methoxy- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 313490-75-4 CAPLUS 

CN 1-Pyrrolidinecarboxylic acid, 3- [4- [ (2R) - [ (4 -methoxybenzoyl ) amino] phenylac 
etyl] -1-piperazinyl] 1 , 1-dimethyl ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB Title compds. I [Rl, R2 = H, OH, alkoxy, alkyl, aminoalkyl, hydroxyalkyl , 
alkoxyalkyl, alkoxycarbonyl , acyloxymethoxycarbonyl or alkylamino 
optionally substituted by hydroxy, alkylamino, alkoxy, oxo, aryl, 
cycloalkyl; R3 - Rl , R2 , amino, halo, cyano, nitro, thiol, alkylthio, 
alkylsulfonyl , alkylsulf enyl , alkylsul f onamido, alkylaminosulfonyl , 
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phenylethyl] amino] carbonyl] phenyl] iminomethyl] -, phenyl methyl ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




CI 



RN 221242-30-4 CAPLUS 

CN Carbamic acid, [ [3- [ [ [ (1R) -2- [4- (4 -chlorophenyl ) -1-piperazinyl] -2-oxo-l- 
phenylethyl] amino] carbonyl] phenyl] iminomethyl] -, 1, 1 -dimethylethyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




CI 



RN 221242-34-8 CAPLUS 

CN Benzamide, 3- [ (acetylamino) iminomethyl] -N- [ (1R) -2- [4- (4 -chlorophenyl) -1- 
piperazinyl] -2 -oxo- 1 -phenylethyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




NHAc 



CI 
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Title compds. I [Ar, Arl = aryl, heteroaryl; E = (un) substituted CONH, 
S02NH, NHCONH, NHS02NH, NHCSNH, NHCO, NHC02 , 02CNH, NHS 02 ; F - alkylene, 
alkenylene; R = H, alkyl; Rl, R2 - H, alkyl; R3 , R4 = H, (un) substituted 
alkyl, cycloalkyl, heterocyclic, CN; CR3R4 = carbocyclic, heterocyclic; 
RR3 = atoms required to form a carbocyclic or heterocyclic ring; Q = 
(un) substituted alkylene, heteroalkylene; one of T an U = N, the other is 
N or CH; n = 0-2] were prepd. for use as CCR-3 receptor antagonists, 
useful in treating asthma in particular. Thus, N- [ ( IS) - [4 - (3 , 4 - 
dichlorobenzyl)piperazin-l-ylmethyl] -2 -methylpropyl ] -4- 

methylbenzamide.2HCl was prepd. from 1 - (3 , 4 -dichlorobenzyl ) piperazine and 
BOC-L-valine in 4 steps. This compd. had an IC50 for CCR-3 receptor 
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CN Benzamide, N- [ (IS) -1-cyclohexyl -2 - [4- [ (3 , 4 -dichlorophenyl ) methyl] -1- 
piperazinyl] ethyl] -4 -methyl - , dihydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• 2 HC1 

RN 220771-29-9 CAPLUS 

CN Benzamide, 4-chloro-N- [2- [4- [ (3 , 4 -dichlorophenyl ) methyl ] - 1 -piperazinyl ] -1- 
phenylethyl] - , dihydrochloride (9CI) (CA INDEX NAME) 




#2 HC1 

RN 220771-30-2 CAPLUS 

CN Benzamide, 4-chloro-N- [ (1R) -l-cyclohexyl-2- [4- [ (3 , 4 -dichlorophenyl ) methyl ] - 
1 -piperazinyl] ethyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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AB This invention provides anxiolytic/antidepressant agents of the formula I 
in which Rl is alkyl of 1 to 6 carbon atoms, cycloalkyl of 5 to 7 carbon 
atoms, aryl of 6 to 10 carbon atoms or arylalkyl of 7 to 12 carbon atoms; 
R2 is hydrogen or alkyl of 1 to 6 carbon atoms; R3 is Ph, benzyl, 
substituted Ph, or substituted benzyl in which the substituents are 
hydroxy, halo, alkoxy of 1 to 6 carbon atoms, trif luoromethyl , nitro, 
cyano, alkoxycarbonyl of 2 to 7 carbon atoms, amino or dialkylamino, each 
alkyl group having 1 to 6 carbon atoms; or a pharmaceutical^ acceptable 
salt thereof. Thus, e.g., amide coupling of benzyloxycarbonyl -D- 
phenylglycine with 4 -piperazinyl indole afforded 57.6% (R) - 1 - (phenylglycyl ) - 
4- (4-indolyl)piperazine; redn. of the latter with LiAlH4 afforded 88% 
(R) -2- [4- (4- indolyl ) piperazin- 1 -yl ] -1 -phenyl ethyl amine ; acylation of the 
latter with cyclohexanecarbonyl chloride afforded (R) - 
cyclohexanecarboxylic acid [2- [4- (4 -indolyl ) piperazin-l-yl] -1- 
phenylethyl] amide hydrochloride (II.HC1) which exhibited high affinity for 
the serotonin 5-HT1A receptor (IC50 = 2 nM) . 

IT 175595-41-2P 175595-51-4P 175595-52-5P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(N- [2- [4- (4-indolyl)piperazin-l-yl] ethyl] amides as 5HT1A antagonists 
useful as anxiolytic/antidepressant agents) 

RN 175595-41-2 CAPLUS 

CN Benzamide, N~ [2- [4- (lH-indol-4-yl) -1 -piperazinyl] -1 -phenyl ethyl] -, 
monohydrochloride, (R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (~) . 



09/926, 712 



0 Ph 




• HC1 

RN 175595-51-4 CAPLUS 

CN Benzamide, N- [2- [4- ( lH-indol -4 -yl ) -1-piperazinyl] -l~phenylethyl] - (9CI) 
(CA INDEX NAME) 
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CN Benzamide, N- [2- [4- (lH-indol-4-yl) -1-piperazinyl] -1 -phenyl ethyl] -, (R) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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AB The title compds . [I; R, Rl = OH, alkoxy, halo, H, dialkyl phosphate 

residue, etc.; or RR1 = OCH20; Y - CH:CH, (CH2)m ; m - 0, 1; Yl = Q, Ql ; A 
= NH, 0; Al = CH2, CO; n = 6-20; X = OH, H, alkoxycarbonyl ; XI = K, 
(halo) phenyl; however, when Yl = Ql, R = Rl = OH] and their 
pharmaceutical^ acceptable salts, inhibitors of particularly 
5 -lipoxygenase, useful for treatment of asthma, etc., are prepd . Stirring 
a mixt of (hydroxyethyl ) piperazine II [R2 = H, R3 = tetrahydro-2 -pyranyl ] 
with cinnamic acid in CH2C12 contg. 4 - (dimethylamino) pyridine and 
dicyclohexylcarbodiimide at room temp, for 24 h gave, after deprotection 
by refluxing in MeOH contg. p~MeC6H4C03H, 69% title compd . II [R2 = 
cinnamoyl, R3 = H] . The IC50 values for the title compd. II [R2 = 
3,4- (OH) 2C6H4CH2C0, R3 = H] are 9.9 and 0.32 .mu.M against cyclooxygenase 
and 5-lipoxygenase, resp. Tablets, granules, capsules, etc., contg. I 
were formulated. 
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(prepn. of, as cyclooxygenase and lipoxygenase inhibitors) 
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CN Benzamide, N- [2- (4-decyl-l~piperazinyl) -2-oxo-l-phenylethyl] -3 , 4 -dihydroxy- 
, (2Z) -2-butenedioate (1:1) (salt) (9CI) (CA INDEX NAME) 
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CRN 137424-13-6 
CMF C2 9 H41 N3 04 
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CRN 110-16-7 
CMF C4 H4 04 



Double bond geometry as shown. 
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RN 137424-27-2 CAPLUS 

CN Benzamide, N- [2- (4 -decyl - 1 -piperazinyl ) -1 -phenyl ethyl] -3 , 4 -dihydroxy- , 
(2Z) -2-butenedioate (1:2) (salt) (9CI) (CA INDEX NAME) 
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CMF C4 H4 04 

Double bond geometry as shown. 
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CN Benzamide, 3 , 4 -dihydroxy-N- [2- [4- ( 10 -hydroxydecyl ) - 1 -piperazinyl ] -l- 

phenylethyl] (2Z ) -2 -butenedioate (1:2) (salt) (9CI) (CA INDEX NAME) 
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CRN 110-16-7 
CMF C4 H4 04 

Double bond geometry as shown. 
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